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1 . This report Is the international preliminary examination report, established by this International Preliminary Examining 
Authority under Article 35 and transmitted to the applicant according to Article 36. 

2. This REPORT consists of a total of 8 sheets, including this cover sheet. 

3. This report is also accompanied by ANNEXES, comprising: 

a. □ sent to the applicant and to the International Bureau) a total of sheets, as follows: 

□ sheets of the description, claims andbr drawings which have been amended and are the basis of this report 
andybr sheets containing rectifications authorized by this Authority (see Rule 70.16 and Section 607 of the 
Administrative Instructions). 

□ sheets which supersede eariier sheets, but which this Authority considers contain an amendment that goes 
beyond the disclosure In the intemational application as filed, as indicated in item 4 of Box No. I and the 
Supplemental Box. 

b. □ (sent to the Intemational Bureau only) a total of (indicate type and number of electronic carrier(s)) . containing a 

sequence listing andA>r tables related thereto, In computer readable form only, as indicated in the Supplemental 
Box Relating to Sequence Listing (see Section 802 of the Administrative Instructions). 



4. This report contains indications relating to the following items: 



iEI 


Box No. 1 


Basis of the opinion 


□ 


Box No. II 


Priority 




Box No. Ill 


Non-establishment of opinion with regard to novelty. Inventive step and industrial applicability 


□ 


Box No. IV 


Lack of unity of Invention 




Box No. V 


Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicabitity; citations and explanations supporting such statement 
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Box No. VI 


Certain documents cited 
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Box No. VII 


Certain defects In the international application 
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Box No. VIII 


Certain observations on the intemational application 
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Box No. I Basis of the report 



1 . With regard to the language, this report is based on the international application in the language in which it was 
filed, unless othenwise indicated under this Item. 

□ This report is based on translations from the original language into the following language , 
which is the language of a translation furnished for the purposes of: 

□ international search (under Rules 12.3 and 23.1(b)) 

□ publication of the international application (under Rule 12.4) 

□ intemational preliminary examination (under Rules 55.2 andtor 55.3) 

2 With regard to the elements* of the intemational application, this;epo^^^ J^^Joh 
have been furnished to the receiving Office in response to an invitation under Article 14 are referred to in this 
report as "originally filed" and are not annexed to this report): 

Description, Pages 

^.^7 as originally filed 

Sequence listings part of the description. Pages 



1-7 



as originally filed 



Claims, Numbers 

^ .28 as originally filed 
Claims, Pages 

^ 3.21 as originally filed 
Drawings, Sheets 

^.5 as originally filed 
Drawings, Figures 

•I .5 as originally filed 

la a sequence listing andybr any related table(s) - see Supplemental Box Relating to Sequence Listing 

3. □ The amendments have resulted in the cancellation of: 

□ the description, pages 

□ the claims, Nos. 

□ the drawings, sheetsAigs 

□ the sequence listing (specify): 

□ any table(s) related to sequence listing (specify): 
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4. □ This report has been established as if (some of) the amendments annexed to ^^is report and li^^^^^^^^ 
had not been made, since they have been considered to go beyond the disclosure as filed, as indicated in the 
Supplemental Box (Rule 70.2(c)). 

□ the description, pages 

□ the claims, Nos. 

□ the drawings, sheets/figs 

□ the sequence listing (specify): 

□ any table(s) related to sequence listing (specify): 

* If item 4 applies, some or all of these sheets may be marJced "superseded." 

— Box No. Ill Non-establishment of opinion with regard to novelty, inventive step and Industrial 

applicability , 



1 The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non- 
' obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire intemational application, 

la claims Nos. 1 -1 2, 21 -26, and 28 partially 
because: 

□ the said international application, or the said claims Nos. relate to the following subject matter which does 
not require an international preliminary examination (specify): 

□ the description, claims or drawings (indicate particular elements below) or said claims Nos. are so unclear 
that no meaningful opinion could be formed (specify): 

□ the claims, or said claims Nos. are so Inadequately supported by the description that no meaningful opinion 
could be formed. 

12 no intemational search report has been established for the said claims Nos. 1-12, 21-26, and 28 partially 

□ the nucleotide and>br amino acid sequence listing does not comply with the standard provided for in Annex 
C of the Administrative Instructions In that: 

the written form □ has not been furnished 

□ does not comply with the standard 
the computer readable form □ has not been furnished 

□ does not comply with the standard 

□ the tables related to the nucleotide and/or amino acid sequence listing, if in computer readable forni only, do 
not cornply requirements provided for in Annex C-Ws of the Administrative Instructions. 

□ See separate sheet for further details 
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Box No V Reasoned statement under Article 35(2) With regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 



1. Statement 
Novelty (N) 



Yes: Claims 13-17.20,26-28 
No: Claims 1 -1 2, 1 8-1 9. 21 -25 



Inventive step (IS) Yes: Claims 

No: Claims 1-28 

Industrial applicability (lA) Yes: Claims 1-28 

No: Claims 



2. Citations and explanations (Rule 70.7): 
see separate sheet 
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Supplemental Box relating to Sequence Listing 



Continuation of Box I, item 2: 

1 With regard to any nucleotide andtor amino acid sequence disclosed in the iritemational application and 
■ neceZl% to the claimed invention, this report has been established on the basis of: 

a. type of material: 

S a sequence listing 

□ table(s) related to the sequence listing 

b. format of material: 

13 in written format 

B in computer readable form 

c. time of filing^urnishing: 

SI contained in the international application as filed 

IS! filed together with the international application in computer readable form 

□ furnished subsequently to this Authority for the purposes of search andAar examination 

□ received by this Authority as an amendment on 

o n In arfrirtion in the case that more than one version or copy of a sequence listing and/or table(s) relating 
Se^o S been S or flr^^^^ the required statements that the infomiation in th© subsequent or^ 
Stonat^opIS rsldentical to that in the application as filed or does not go beyond the application as filed, 
as appropriate, were furnished. 

3. Additional observations, if necessary: 
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Re Item III 

Non-establishment of opinion with regard to novelty. Inventive step and industrial 
applicability 

Accoixling to Rule 66.1 (e) PCT, claims relating to inventions in respect of which no 
international search report has been established need not to be the subject of an 
international preliminary examination. Therefore, the present opinion is ""i^ed ^o the 
subject-matter that has been searched, namely claims 13-20. 27. and claims 1-12. 21- 
26, 28 partially. 

Item V 

Reasoned statement under Rule 66.2(a)(ii) with regard to novelty, inventive step 
or industrial applicability; citations and explanations supporting such statement 

1 From the application as filed, it is clear that the wording "GPR54 receptor" 
corresponds to at least two different amino acid sequences (SEQ ID N°2 and SEQ ID 
N»3) However, the protein of SEQ ID N°3 was not disclosed in the priority document. 
Therefore, the date of priority claimed (02.04.03) cannot be allowed for claims 1-28 as 
far as they related to SEQ ID N°3 or fragment thereof (Articles 54(2) and 89 ERG). 

2. Reference is made to the following documents: 

D1: BP A 1126028 

D2: WO 03/003983 *- * 

D3- de Roux N. et al.. Hypogonadotropic hypogonadism due to loss of function of 
the kiss-derived peptide receptor GPR54. PNAS. 2003. 100: 10972-10976. 

Novelty (Article 33(2) PCT) 

The subject-matter of claims 1-12. 18-19. and 21-25 is not novel. 

The subject-matter of claims 1-12 and 21-25 is not novel since D1 disclosed Kiss-1 
peptides (in particular peptide 45-54) and medical applications of them. Document D2 
discloses also Kiss-1 peptides and their uses in medicine. Therefore, product clajms 
and first medical use claims, i.e claims 1-12 and 21-25 are anticipated by D1 and D2. 
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The fragment of the GPR54 of SEQ ID N^a carrying the mutation L102P and the 
fragment from amino acids 247 to 398 do not fonm part of the prior art known from the 
examining division but the same subject-matter related to SEQ ID N°3 (for which the 
priority cannot be recognized) is known from D3. 

Therefore, novelty Is not acknowledged for claims 18-19 as far as they are related to 
SEQ ID N°3. 

However methods for screening a compound that affects the gonadotropic axis 
comprising the step of assaying the compound in the presence of a GRP54 receptor do 
not form part of the prior art known to the examining division. Novelty can therefore be 
acknowledged for claims 13-17. 

Finally no composition comprising kiss-1 or kiss-1 peptides and GnRH was described 
in the prior art. Therefore, novelty can be recognized for the subject-matter of claims 
26-28. 

Inventive step (Article 33(3) PCT) 

F»r Halms for yihirh priority nnnsidered to he valid (claims 1 -28 related tO SEQ ID . 
N°2); 

Since nothing in the prior art suggests that the receptor GPR54 is Implicated in the 
gonadotropic axis regulation, the method of claim 13 is considered to be inventive. 
Therefore, inventivity can also be acknowledged for the claims depending thereon, i.e. 
claims 14-17. 

The phenotype associated with the mutation L102P was not foreseeable from the prior 
art. Therefore, inventivity can be recognized for the subject-matter of claims 19 and 20 
when referring to the antibody specific to the protein of claim 19. 

However, the fragment 247-398 of the SEQ ID N°2 cannot be considered as inventive, 
since no technical feature was shown to be associated with this fragment. Moreover, in 
the absence of determining a function for the fragment it is not possible to see what 
kind of problem should be solved by this fragment or if there is a problem or whether it 
has actually been solved. Therefore, inventivity has to be denied for claims 18 and 20 
when referring to the antibody specific to the protein of claim 18. 
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Finally, the subject-matter of claims 26-28 seems to be inventive since the effect due to 
the combination of GnRH and Kiss-1 (45-54) peptide on the secretion of LH and FSH 
was not foreseeable from the prior art. 




They are obvious in view of D3. 
Fnithftr rennarks: 

The antibodies claimed in claim 20 cannot be specific to the proteins of claim 18, as the 
fragment 247 to 398 is present in the full length proteins of SEQ ID N°2 and 3. 
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